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In the Claims 

This listing of claims will replace all prior versions, and listings, of claims in the applica- 
tion: 

Claims 1-49 (Previously cancelled) 

50. (Cancelled) A pharmacout i ca l compos i tion for treat i ng autoimmuno d i soase com 
pr i s i ng an agont selected from th o group cons i st i ng of Etx, EtxB, mutants of Etx or EtxB, 
d e rivat i v e s of Etx or EtxB, and antibody agent h a ving GM1 b i nd i ng act i vity; wh e r ei n sa i d 
ag o nt i s capabl e of modu l ating a gang li os i d o assoc i at e d act i v i ty i n an amount offect i v e 
to tr e at a utoimmun e d i s e as e ; and wh e r ei n sa i d ag e nt has an e ff e ct on GM 1 m e diat e d 
i ntrac ell u l ar signa li ng e v e nts. 

51 . (Cancelled) A compos i tion according to claim 50 wh e r e in said ag e nt is s ele ct e d 
from th e group cons i st i ng of Etx, EtxB, and antibodies capab l e of bind i ng GM1 . 

52. (Cancelled) A compos i tion according to c l a i m 50 wh e rein sa i d ag e nt i s EtxB. 

53. (Cancelled) A pharmac e ut i cal compos i t i on according to claim 50 wh e r ei n said 
pharmac e ut i ca l compos i t i on furth e r compr i s e s an e ff e ct i v e a mount of antig e n. 

54. (Cancelled) Th e pharmacout i ca l composition accord i ng to c l a i m 53 wh e r ei n 
said ant i g e n furth e r compris e s a s el f or cross r e act i ng ant i g e n. 

55. (Cancelled) A composit i on accord i ng to c l a i m 50 wh e r e in sa i d auto i mmun e d i s 
e as e i s a l r e ady i n progr e ss. 



56. (Cancelled) A compos i t i on according to c l aim 50 wh e r ei n th e pharmac e ut i ca l 
composit i on i s for th e pr e v e ntion of th e ons e t of a d i s e as e . 
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57. (Cancelled) A compos i t i on accord i ng to c l a i m 53 wh e r ei n th e ant i gen i s insu li n. 

58. (Cancelled) A composit i on accord i ng to cla i m 53 wh e r ei n th e ant i gen is GAD. 

59. (Cancelled) A composition accord i ng to c l a i m 53 wh e r oi n th e ant i gen Is an isl e t 
assoc i at e d ant i gen. 

60. (Cancelled) A pharmac o ut i cal composit i on accord i ng to c l aim 50, wh e r ei n said 
pharm a c o ut i cal compos i tion i s in the form of a lotion, a so l ut i on, a cr o am, an o i ntment, a 
dust i ng powd o r, a skin patch, a nasa l spray, an aerosol, an inj e ctab le , a p e ssary, a sup 
pository, a tabl e t, or a capsu le . 

61. (Cancelled) A pharmac o utica l composition according to cla i m 50 furth e r com 
pr i s i ng at le ast on e pr e s e rvativ e . 

62. (Cancelled) A pharmac o utica l composition according to cla i m 50, wher ei n sa i d 
compos i t i on i s adapt e d for system i c adm i n i stration. 

63. (Cancelled) A pharmac e ut i cal compos i tion accord i ng to c l a i m 50, wh e r ei n sa i d 
compos i t i on i s adapt e d for oral, inj e ct i on, topica l , inha l ation, par e nt e ra l , mucosa l , intra 
muscu l ar, intrav e nous, subcutan e ous, i ntraocu l ar, or transderma l admin i strat i on. 

64. (Cancelled) A pharmacout i cal compos i t i on accord i ng to c l a i m 51, wh o r o in sa i d 
compos i t i on i s adapt e d for ora l , i nj e ct i on, top i ca l , i nha l ation, par e nt e ral, mucosa l , i ntra 
muscu l ar, intrav e nous, subcutan e ous, i ntraocu l ar, or transd e rma l admin i stration. 

65. (Cancelled) A pharmac e ut i ca l compos i t i on for treat i ng auto i mmune d i s e as e s e 
l e ct e d from th e group cons i st i ng of d i ab e t e s, arthr i tis and mu l t i pl e sc le ros i s compr i sing 



Page 5 

Serial No. 09/867,914 

Preliminary Amendment Accompanying RCE 

an ag e nt s olo ctod from th o group cono i st i ng of Etx, EtxB, mutants of Etx or EtxB, do 
rivat i v o s of Etx or EtxB, and ant i body ag o nt having GM1 b i nding; wh o ro i n sa i d agent i s 
capab le of modu l ating a gangl i os i d e associat o d activity i n an amount e ffeot i vo to tr e at 
auto i mmun e dis e as e ; wh e r ei n sa i d ag e nt has an e ff e ct on GM 1 m e d i at e d i ntrac ell u l ar 
sign ali ng e v e nts; and wh e r ei n i f sa i d ag e nt i s for coadm i n i strat i on w i th an ant i g e n, th e n 
th e ag e nt and the ant i g e n ar e not so li nk e d to form a s i ng le act i v e ag e nt. 

66. (Cancelled) A pharmaceutical compos i t i on for treat i ng d i ab e t e s compr i sing an 
ag e nt se le cted from the group cons i sting of Etx, EtxB, mutants of Eb( or EtxB, d e r i va 
t i vos of Etx or EtxB, and ant i body agent hav i ng GM1 b i nd i ng activity; wherein said ag e nt 
i s capab l e of modu l ating a gang l ios i d e assoc ia t e d act i v i ty in an amount e ff e ct i v e to tr e at 
a utoimmun e d i s e as e ; wh e r ei n said ag e nt has an e ff e ct on GM - 1 m e d ia t e d intrac e l l u l ar 
s i gna li ng e v e nts; and wh e r e in i f sa i d ag e nt i s for coadm i n i str a t i on w i th a n ant i g e n, th e n 
th e ag e nt and th e ant i g e n ar e not so l i nk e d to form a s i ngl e a ct i v e ag e nt. 

67. (Cancelled) A pharmaceutica l compos i t i on for tr e at i ng autoimmun e dis e as e 
compr i sing an ag e nt selected from the group cons i sting of Etx, EtxB, mutants of Etx or 
EtxB, d e r i vat i ves of Etx or EtxB, and ant i body agent having GM1 b i nding act i v i ty; 
wh e r ei n sa i d ag e nt i s capabl e of modu l ating a ganglios i d e associat e d activ i ty i n an 
amount e ff e ct i v e to tr e at auto i mmune d i s e as e ; wh e r ei n sa i d ag e nt has an eff e ct on GM 
1 m e d i at e d i ntrac ell ul a r signa li ng e v e nts; and wh e r ei n if sa i d ag e nt is for coadm i nistra 
t i on w i th an ant i g e n, th e n th e ag e nt and th e ant i g e n ar e not so li nk e d to form a s i ng le 
act i v e ag e nt. 

68. (Cancelled) A pharmac e ut i ca l composit i on for tr e at i ng auto i mmune disease 
compris i ng an ag e nt se le cted from th e group cons i sting of Etx, EtxB, mutants of Etx or 
EtxB, der i vativ e s of Etx or EtxB, and ant i body ag e nt having GM1 b i nding act i vity; 
wh e r ei n said ag e nt is capab le of modu l at i ng a gang li os i d e associat e d act i v i ty i n a n 
a mount e ff e ct i v e to tr e at autoimmun e d i s e as e ; wh e r e in sa i d ag e nt has an e ff e ct on GM - 
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1 m o d i atod i ntrac e l l ular signa li ng events; and whoro i n the pharmaceut i cal compos i t i on 
further compr i ses an antigon, whoro i n tho agont and tho antigon aro not so l i nk e d to 
form a s i ngl e act i v e ag e nt. 

69. (New) A pharmaceutical composition for treating diabetes comprising an effective 
amount of self-antigen for diabetes; and EtxB, wherein EtxB has an effect on gan- 
glioside GM-1 mediated intracellular signaling events and is capable of modulating a 
ganglioside associated activity in an amount effective to treat autoimmune disease. 

70 (New) The composition according to claim 69 wherein the self-antigen for diabe- 
tes is GAD. 

71 . (New) The composition according to claim 69 wherein the self-antigen for diabe- 
tes is insulin. 

72. (New) The composition according to claim 69 wherein EtxB and the self-antigen 
for diabetes are not so linked to form a single active agent. 

73. (New) The composition according to claim 69 wherein the self-antigen for diabe- 
tes is an islet associated antigen. 

74. (New) The composition according to claim 69 wherein the pharmaceutical com- 
position is further characterized as a prophylaxis. 

75. (New) The pharmaceutical composition according to claim 69, wherein said phar- 
maceutical composition is in the form of a lotion, a solution, a cream, an ointment, a 
dusting powder, a skin-patch, a nasal spray, an aerosol, an injectable, a pessary, a 
suppository, a tablet, or a capsule. 
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76. (New) The pharmaceutical composition according to claim 69 further comprising 
at least one preservative. 

77. (New) The pharmaceutical composition according to claim 69, wherein said com- 
position is adapted for systemic administration. 

78. (New) The pharmaceutical composition according to claim 69, wherein said com- 
position is adapted for oral, injection, topical, inhalation, parenteral, mucosal, intramus- 
cular, intravenous, subcutaneous, intraocular, or transdermal administration. 

79. (New) A pharmaceutical composition for treating diabetes comprising a self- 
antigen for diabetes, and EtxB, wherein said EtxB is capable of modulating a gan- 
glioside associated activity in an amount effective to treat autoimmune disease, and 
wherein said EtxB has an effect on ganglioside GM-1 mediated intracellular signaling 
events, with the proviso that if said self-antigen for diabetes is for coadministration with 
EtxB, then the self-antigen for diabetes and EtxB are not so linked to form a single ac- 
tive agent. 

80. (New) The composition according to claim 79 wherein the self-antigen for diabe- 
tes is GAD. 

81 . (New) The composition according to claim 79 wherein the self-antigen for diabe- 
tes is insulin. 

82. (New) The composition according to claim 79 wherein the self-antigen for diabe- 
tes is an islet associated antigen. 

83. (New) The composition according to claim 79 wherein the pharmaceutical com- 
position is further characterized as a prophylaxis. 
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84. (New) The pharmaceutical composition according to claim 79, wherein said phar- 
maceutical composition is in the form of a lotion, a solution, a cream, an ointment, a 
dusting powder, a skin-patch, a nasal spray, an aerosol, an injectable, a pessary, a 
suppository, a tablet, or a capsule. 

85. (New) The pharmaceutical composition according to claim 79 further comprising 
at least one preservative. 

86. (New) The pharmaceutical composition according to claim 79, wherein said com- 
position is adapted for systemic administration. 

87. (New) The pharmaceutical composition according to claim 79, wherein said com- 
position is adapted for oral, injection, topical, inhalation, parenteral, mucosal, intramus- 
cular, intravenous, subcutaneous, intraocular, or transdermal administration. 



